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REMARKS 

Entry of the foregoing amendments and reconsideration of the churns of the subject 
application, in light of the following remarks, is respect fully requested, 

Claims 26-27, 82-95, and 1 1 5 have been cancelled without prejudice or disclaimer. 
Applicants reserve the right to pursue the subject matter of these claims in one or more 
continuation applications. 

Claims J 29 and 1 30 are new and arc supported throughout the specification including at 
page 33, line 24 to page 34, line 6; and page 41, lines 23-33. 

Applicants have amended claims 1, 6, 8, 12-15,19-20, 25, 28-30.. 33, 38-44, 50, 52-54, 
56-57, 60, 63-64, 67-69. 7!, 74, 96, 100-101. 104, 1 16-118, and 122. Claims h 12-13, 19, 25, 
38, 39,42, 50, 52-54,56-57, 63-64, 7 1 , 74, 1 04, and 122 have been amended to clarify the 
claimed subject matter. Claims 6, 8, 14-15, 20, 28-30, 33, 40-41, 43-44, 60, 67-69, 96, 100-101, 
and 1 16-1 18 have been amended to correct claim dependency, provide for proper antecedent 
basis and for claim language consistency. No new mailer enters by way of this amendment. 

Interview Summary 

Applicants thank Examiner Uuynh and her supervisor for the interview conducted on 
August 20, 2007. We discussed that the method was a method that could be applied to any 
antibody or antigen binding fragment. Applicants described a specific example based on an 
antibody heavy chain variable domain sequence from GcnBank record 1 BKYH. The examiner 
indicated that, the data in the specification was directed to the heavy chain. The examiner 
suggested that the claims be amended to include active method steps. The examiner also 
suggested that claims that have specific amino acid positions require a reference sequence. The 
examiner also suggested thai the language of claim 33 was awkward and should be rephrased. 
Applicants and (he Kxaminer agreed That a supplemental amendment could be submitted in view 
of the interview. 

Claim objections 

The examiner objected to 6, 8. 1 4, 1 9-2 1 , 25, 29, 33, 42-44. 49, 50, 52-54, 56-57. 60, 63, 
64,67-68,82, 83,87,92, 10L117, 118, and 122-124. Claims 82, 83, 87, and 92 have been 
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cancelled rendering the objection of these claims moot. While nol acquiescing to the rejection 
and solely to expedite prosecution, the remainder of the listed claims has been amended to 
address the objections. Applicants request withdrawal of the objections. 

Rejections Under 35 U.S.C. § 112, Second Paragraph 

Claims 1-34, 37-61, 63-74, and 82-127 are rejected under 35 U.S.C. § 1 12, second 
paragraph, for being indefinite. Claims 26-27, 82-95, and 1 1 5 have been cancelled rendering the 
rejection of these claims moot. Applicants traverse this rejection with respect to the remainder of 
the listed claims. 

While not acquiescing to the rejection and solely to expedite prosecution , the claims 
have been amended to address the rejection. Applicants request withdrawal of the rejection. 

Rejections under 35 U.S.C, 102 (e) 

The examiner rejected claims 25-31, 33, 36, and 37 under 35 USC 102(e) as anticipated 
by U.S. Patent No. 6,884.879(*879). Applicants respectfully traverse the rejection. 

Claimed subject matter is anticipated only if all of the elements of the claim are found in 
a single prior art reference. "Anticipation requires the presence in a single prior art reference 
disclosure of each and every element of the claimed invention, arranged as in the claim.*' 
Lirulemcmn Mashinenfabrik GmbH v. American Hoist & Derrick Co., 730 F.2d 1452, 1458 (Fed. 
Cir. 1 984); See also, MPEP §2131. 

Applicants claim 25 is now directed to a method for preparing a humanized antibody or 
an antigen binding fragment thereof comprising aligning a hypervariable region I (HVR1) and/or 
hypcrvariable 2 (HVR2) sequence of a variable domain of a non-human monoclonal antibody to 
corresponding HVR1 and/or HVR2 sequences of human subgroup variable domain consensus 
sequences, and selecting the human subgroup variable domain consensus sequence that has a 
HVR1 and/or HVR2 sequence that has the most sequence identity to the HVR I and/or HVR2 of 
the variable domain of the non-human antibody; and preparing the humanized antibody or 
antigen binding fragment by preparing a variable domain comprising at least one framework 
(FR) sequence from the selected human subgroup variable domain consensus sequence, and the 
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IJVR1 and/or HVR2 sequence of the non-human antibody, and expressing the humanized 
antibody or antigen binding fragment in a host cell. 

The examiner contends that 'The claims arc interpreted as a method of preparing a 
humanized antibody or antigen binding fragment by expressing said humanized antibody or 
antigen binding fragment thereof in a host cell and recovering the humanized antibody or antigen 
binding fragment thereof from the host cell. This is because the wherein clause in the 

independent claims 25 and 71 is not an active step While not acquiescing to this 

characterization of the claims or the cited reference, Applicants claim 25 now includes active 
steps such as "aligning a hypervariable region 1 (IJVR1) and/or hypervariable 2 (MVR2) 
sequence of a variable domain of a non-human monoclonal antibody to corresponding 1JVR! 
and/or HVR2 sequences of human subgroup variable domain consensus sequences, and selecting 
the human subgroup variable domain consensus sequence that has a HVR I and/or H VR2 
sequence that has the most sequence identity to the HVR I and/or HVR2 of the variable domain 
of the non-human antibody*'. Applicants submit that these amendments to the claims address the 
rejection presented by the examiner. Based on the foregoing, applicants request withdrawal of 
the 35 USC 102(e) rejection of these claims. 

Rejections under 35 D,S.€, 102 (h) 

The examiner rejected claims 25-31, 33, 36-37, and 71-73 under 35 USC 102(b) as 
anticipated by WQ98/4533 ! , Applicants respectfully traverse the rejection. 

Claimed subject matter is anticipated only if all of the elements of the claim are found in 
a single prior art reference. "Anticipation requires the presence in a single prior art reference 
disclosure of each and every element of the claimed invention, arranged as in the claim." 
Lindcmann Mashincnfabrik GmbH v. American /foist & Derrick Co., 730 F.2d 1452, 1458 (Fed. 
Cir, 1984); Sec also, MPEP §2131. 

Applicants claim 25 is directed to a method for preparing a humanized antibody or an 
antigen binding fragment thereof comprising aligning a hypervariable region 1 (HVR1) and/or 
hypervariable 2 (HVR2) sequence of a variable domain of a non-human monoclonal antibody to 
corresponding HVR 1 and/or HVR2 sequences of human subgroup variable domain consensus 
sequences, and selecting the human subgroup variable domain consensus sequence that has a 
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HVR 1 and/or HVR2 sequence that has the most sequence identity to the HVRI and/or HVR2 of 
the variable domain of the non-human antibody; and preparing the humanized antibody or 
antigen binding fragment by preparing a variable domain comprising at least one framework 
(FR) sequence from the selected human subgroup variable domain consensus sequence, and the 
HVRI and/or HVR2 sequence of the non-human antibody, and expressing the humanized 
antibody or antigen binding fragment in a host cell. 

Applicants claim 71 is directed to a method for preparing a humanized antibody or 
antigen binding fragment,, comprising: substituting at least one amino acid position proximal lo a 
eys residue that participates in an inlrachain variable domain disulfide bond in a variable domain 
with a different amino acid, wherein the different amino acid is determined by aligning the a 
hypervariablc region 1 (HVRI ) and/or hypervariablc region 2 (MVR2) sequence of a non-human 
monoclonal ant ibody to corresponding HVRi and/or HVR2 sequences of human subgroup 
consensus sequences, and selecting the amino acid found at the corresponding position of the 
human subgroup variable domain consensus sequence that has a 11VR 1 and/or 11VR2 amino acid 
sequence with the most sequence identity with the HVRI and/or HVR2 amino acid sequence of 
the non-human monoclonal antibody as the different amino acid to form a modi lied variable 
domain; expressing a humanized antibody or antigen binding fragment comprising the modified 
variable domain in a host cell; and recovering the humanized antibody or antigen binding 
fragment from the host cell. 

The examiner contends "The claims are interpreted as a method of preparing a 
humanized antibody or antigen binding fragment by expressing said humanized antibody or 
antigen binding fragment thereof in a host cell and recovering the humanized antibody or antigen 
binding fragment thereof from the host cell. This is because the wherein clause in the 

independent claims 25 and 71 is not an active step While not acquiescing lo this 

charaelerizaliun of the claims or the cited reference, Applicants claims 25 now includes active 
steps such as ''aligning a hypervariablc region 1 (HVRI) and/or hypervariablc 2 (HVR2) 
sequence of a variable domain of a non-human monoclonal antibody to corresponding HVRI 
and/or HVR2 sequences of human subgroup variable domain consensus sequences, and selecting 
the human subgroup variable domain consensus sequence that has a HVRI and/or HVR2 
sequence that has the most sequence identity to the HVRI and/or MVR2 of the variable domain 
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of the non-human antibody. Applicants submit that these amendments to the claim overcome 
the rejection. 

While not acquiescing to this characterization of the claims or the cited reference, 
Applicants claim 71 also now includes active steps such as "substituting at least one amino acid 
position proximal to a cys residue that participates in an intrachain variable domain disulfide 
bond in a variable domain with a different amino acid, wherein the different amino acid is 
determined by aligning the a hypervariablc region 1 (IIVR1) and/or hypcrvariable region 2 
(HVR2) sequence ofa non-human monoclonal antibody to corresponding HVR1 and/or HVR2 
sequences of human subgroup consensus sequences, and selecting the amino acid found at the 
corresponding position of the human subgroup variable domain consensus sequence that has a 
UVR1 and/or 1 IVR2 amino acid sequence with the most sequence identity with the HVR I and/or 
HVR2 amino acid sequence of the non-human monoclonal antibody as the different amino acid 
to form a modified variable domain". 

Applicants submit that these amendments to the claims address the rejection presented by 
the examiner. Based on the foregoing, applicants request withdrawal of the 35 USC 102(b) 
rejection of these claims. 

Summary 

In view of the above amendments and remarks. Applicants respectfully request a Notice 
of Allowance, If the Examiner believes a telephone conference would advance the prosecution 
of this application, the Examiner is invited to telephone the undersigned at the below-listed 
telephone number 



Respectfully submitted, 



MERCHANT & GOULD P.C 
P.O. Box 2903 

Minneapolis, Minnesota 55402-0903 
(612)332-5300 





KatherineM. Kowalchyk 
Reg. 1 No. 36,848 



23552 



30 



PAGE 31/31 *RCVD AT 12/11/20074:55:32PM [Eastern Standard Tune] * SVR:USPT0^FXRF-1/5 ' DN!S:2738300 * CSID:612332M81 * DURATON (mm-ss):10-24 



